We conducted a secondary analysis of data from the Prevention of Recurrent Episodes of Depression With Venlafaxine Extended Release (ER) for Two Years (PREVENT) trial to evaluate whether discrepancies between clinician and patient ratings of depression severity were predictive of response, remission, and recurrence during treatment for a depressive episode. Patients who self-rated depression severity in concordance with the clinician ("concordant patients") were defined as having a standardized patient-rated Inventory of Depressive Symptoms-Self Report (IDS-SR30) score minus standardized clinician-rated Hamilton Rating Scale for Depression (HAM-D 17 ) score <1 SD from mean. Non-concordant patients ("underrating patients" [−1 SD], "overrating patients" [+1 SD]) were identified. Cohorts were compared for remission and response on the HAM-D 17 , Clinician Global Impression-Severity (CGI-S), and IDS-SR 30 during acute and continuation therapy and time to recurrence during maintenance therapy. During acute treatment female patients were more likely to overrate their depression severity compared to the clinician; older age predicted overrating during continuation treatment. Overrating patients had a slower onset of response on the HAM-D 17 during acute treatment (P = 0.004). There were no differences between cohorts for remission or response on the HAM-D 17 or CGI-S. Overrating patients at week 10 had lower remission and response rates on the IDS-SR30 during continuation therapy (32% and 50%, respectively; P ≤ 0.001) compared with underrating patients (76%, 77%) or concordant patients (64%, 78%). Patient concordance at the end of continuation therapy did not predict recurrence during maintenance therapy, indicating that patient rating scales may be useful in tracking recurrence during maintenance therapy. Poor agreement between patient-and clinicianratings of depression severity is primarily a state phenomenon, although it is trait-like for some patients.
Introduction
Clinical research is a complex, time-consuming, and costly endeavor (Collier, 2009) . Any method that increases the efficiency of the psychiatric research process while maintaining the veracity of study results is of interest to clinical researchers and clinicians alike (Rush et al., 2006a) . Patient factors, namely early clinical improvement, are one feature of antidepressant trial design that has been scrutinized in this regard. Recently published reports of early improvement during antidepressant treatment predicting later clinical outcome are germane to both clinical trial design and patient care (Katz et al., 2009; Szegedi et al., 2009) .
Another feature of interest in antidepressant trial design is the method used to rate depression severity. Clinician-administered symptom rating scales, such as the Hamilton Rating Scale for Depression (HAM-D) (Hamilton, 1960) and the Montgomery Åsberg Depression Rating Scale (MADRS) (Montgomery and Åsberg, 1979) , are well-established instruments used to document depression severity at baseline and track changes throughout the trial. However, these methods necessitate training and certification of experienced psychiatric clinicians (Rush et al., 2006a (Rush et al., , 2003 . The use of validated patient self-rating instruments in place of clinician rating scales is an attractive time-and cost-saving option that has gained momentum in the psychiatric research community (Bernstein et al., 2007; Rush et al., 2006a) . The landmark Sequenced Treatment Alternatives to Relieve Depression (STAR*D) trial emphasized the patient-rated 16-item version of the Quick Inventory of Depressive Symptomatology-Self-Report (QIDS-SR 16 ) as a primary reported outcome measure of remission and response (Trivedi et al., 2006) . Despite the attractiveness of selfreports, it has not been demonstrated conclusively that patient-rating instruments reliably provide assessments that are consistent with those of clinician-administered rating scales for measuring the severity of depressive symptoms at baseline and throughout a clinical trial (Corruble et al., 1999; Dorz et al., 2004) .
We compared clinician-rated and patient-rated measures of depression severity and treatment response in a secondary analysis of data from the acute and continuation phases of the Prevention of Recurrent Episodes of Depression with Venlafaxine for Two Years (PREVENT) trial, a multiphase, multicenter, randomized, double-blind study that evaluated the efficacy of venlafaxine extended release (ER) as long-term therapy for recurrent depression (Keller et al., 2007b) . The analysis demonstrated that patient-rated measures of depression severity did not correspond well with clinician ratings. After 6 months of continuation treatment, correlations between patient-rated scores on the 30-item Inventory of Depressive Symptomatology-Self-Rated (IDS-SR 30 ) and clinician ratings on the 17-item HAM-D (HAM-D 17 ) for remission and response were poor (κ values of 0.45 and 0.32, respectively) (Dunlop et al., 2010) . These previous findings suggest that patient-rated scales cannot wholly substitute for clinician ratings when evaluating antidepressant treatment effects.
To better understand the factors contributing to the observed inconsistencies in clinicianrated and patient-rated measures of depressive symptom severity, we conducted further analyses of data from the PREVENT trial. The objectives of the analyses reported here were to identify factors contributing to differences between clinician-and patient-rated measures of remission and response during acute and continuation therapy and to determine if outcomes varied as a function of clinician-patient rating discrepancies.
Methods

The PREVENT trial
Details about the methods and results from the PREVENT trial are reported elsewhere (Keller et al., 2007a,b) . In brief, eligible patients (n = 1,096) entered the trial and were randomly assigned to receive a 10-week, acute treatment course with double-blind venlafaxine ER or fluoxetine (Keller et al., 2007a) . Patients achieving response or remission during the acute phase entered a 6-month, double-blind continuation phase on the same treatment (n = 715) (Keller et al., 2007a) . The continuation phase was followed by 2 consecutive 12-month maintenance phases. At that start of each maintenance phase, responding or remitting patients in the venlafaxine ER group were randomly assigned to treatment with venlafaxine ER or placebo, and patients in the fluoxetine group continued taking fluoxetine (Keller et al., 2007a) .
Patients were adults with at least a 1-month history of Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition (DSM-IV) major depressive disorder (MDD) (American Psychiatric Association, 1994) and recurrent depression (≥3 major depressive episodes, with ≥2 episodes including the current episode occurring in the past 5 years, with ≥2 months between end of the previous episode and the beginning of the current episode). All patients had a HAM-D17 total score of ≥20 at screening and ≥18 at randomization (Keller et al., 2007b) . Certified raters administered the HAM-D 17 , the Hamilton Anxiety Rating Scale (HARS) (Hamilton, 1959) , the Clinical Global Impressions-Severity (CGI-S), and the Clinical Global Impressions-Change (CGI-C) rating scales (Keller et al., 2007b) . Patients rated the severity of their depression using the IDS-SR30 (Keller et al., 2007b) . Data for the QIDS-SR 16 was derived from the IDS-SR 30 .
There were no statistically significant differences at the end of the acute phase in rates of response (79% for both groups; P = 0.719) or remission (venlafaxine ER 49%; fluoxetine 50%; P = 0.719). After completion of the 6-month continuation phase, rates of response (venlafaxine ER 90%; fluoxetine 92%) and remission (venlafaxine ER 72%; fluoxetine 69%) were similar for both groups (P = 0.696) (Keller et al., 2007b) . The probability of recurrence after completing the first 12-month maintenance phase was 23.1% for venlafaxine ER and 42.0% for placebo (P = 0.005). At the conclusion of the second 12month maintenance phase, the probability of recurrence was 8.0% for venlafaxine ER compared with 44.8% for placebo (P < 0.001) (Keller et al., 2007a) .
Patient categories by discrepancies between patient-and clinician-rated scales
Differences between clinician rating and patient rating scores were used to identify patients who rated their depression as less severe (underrating patients) or more severe (overrating patients) than their clinician rating. A discrepancy (D) score based on the HAM-D 17 and IDS-SR 30 scores for each patient was calculated according to the method reported by Dorz and colleagues (Dorz et al., 2004) , in which the standardized score on the clinician-rated HAM-D17 was subtracted from the standardized score on the patient-rated IDS-SR 30 . Negative D-scores indicated underrating, positive D-scores indicated overrating. Patients whose D-scores were ±1 standard deviation (SD) from the mean were considered to be nonconcordant patients (underrating patients [−1 SD] and overrating patients [+1 SD]), and all other patients were concordant patients. Fig. 1 displays the overall design of the PREVENT trial and the number of patients in each category through the study.
Predictors of nonconcordance
Patient characteristics at baseline were evaluated to assess for predictors of discrepancy between patient-and clinician-ratings. The effect of anxiety on the concordance between patient and clinician ratings of depression severity was assessed by dividing the sample into high anxiety (HARS ≥18) or low anxiety (HARS < 18) at the baseline and again at week 10 visits.
Acute phase
Three cohorts of patients (concordant, underrating, and overrating) were identified at baseline, and outcomes for each cohort were compared at the conclusion of the acute phase. The acute-phase outcomes were rates of response and remission at week 10 (or last visit), time to response and remission, and within-patient effect sizes for HAM-D 17 , IDS-SR 30 , and QIDS-SR 16 at week 10 (or last visit). Discontinuation rates were identified for each of the patient categories. In addition, discontinuation rates were compared for nonconcordant raters (i.e., over-and underrating patients grouped together) and concordant raters.
Continuation phase
New cohorts of concordant, underrating, and overrating patients were identified based on clinician and patient ratings after completing acute-phase treatment at week 10. Outcomes for grouped nonconcordant vs concordant patients and the 3 cohorts were compared for response and remission rates and discontinuation rates.
Change in patient category over time
In order to evaluate whether the categorical assignment of patients to underrating, concordant, or overrating categories was stable over time, the patients' individual rating category was tracked through from baseline to the 10-week and 6-month end points. The rating status of the patients who withdrew from the study prior to the 10-week or 6-month end points was not tracked.
Maintenance phase
After completing the 6-month continuation phase, new cohorts were identified for concordant, underrating, and overrating patients. The probability of and time to protocoldefined recurrence and rates of discontinuation were compared for the 3 groups.
Statistical analysis
Statistical analyses were performed on the intent-to-treat (ITT) population for the acute (N = 1047) and continuation (N = 715) phases (Keller et al., 2007b) . The ITT population included all patients who had at least one dose of study medication and at least one postbaseline HAM-D 17 evaluation (Keller et al., 2007b) . In this secondary analysis, remission was defined as a HAM-D 17 total score ≤7, CGI-S score ≤2, and IDS-SR 30 total score ≤14. Response was defined as a ≥50% reduction from baseline on HAM-D 17 , IDS-SR 30 , and QIDS-SR 16 total scores and a Clinical Global Impressions-Change (CGI-C) score ≤2. Recurrence during the maintenance phases was defined as a HAM-D 17 total score ≥12 and a reduction of ≤50% on the HAM-D 17 total score from baseline at 2 consecutive visits or at the last valid visit prior to study discontinuation.
Multiple logistic regression modeling identified baseline patient characteristics that were significant predictors of nonconcordance. The Mantel-Haenszel correlation chi-square was used to compare rates of response and remission and rates of discontinuation among the 3 cohorts during the acute and continuation phases. The time to response and remission during the acute phase and the time to recurrence in the maintenance phase were calculated and described with Kaplan-Meier methods. Differences between cohorts were compared using log-rank tests.
Descriptive statistics were used to report within-patient effect sizes using standardized response means (SRM) for each outcome measure during the acute phase. The SRM was calculated as follows: (baseline score -end point score) / (standard deviation of baselineend point difference). SRMs were calculated for concordant underrating, and overrating patients. The distribution of the 3 cohorts in the venlafaxine ER, fluoxetine, and placebo arms at the beginning of the maintenance phase was compared using chi-square tests. All statistical analyses were conducted using the SAS analytic software (SAS Institute Inc, Cary, NC).
Results
Predictors of nonconcordance
Several baseline features predicted differences between clinician and patient ratings (Table  1) . During the acute phase of treatment, men were significantly less likely than women to view their depression as more severe than the clinician (OR: 0.53,95% CI: 0.29-0.98; P<0.05 at week 10), but this difference was not apparent during the continuation phase.
Younger age and greater body mass index (BMI) also predicted more severe rating scores by patients compared with clinicians during the early weeks of the acute phase (P ≤ 0.01 for both), but the magnitude of the odds ratios for these predictors was very small, indicating they are of little clinical importance. During the continuation phase, older age was associated with more severe patient-versus clinician-ratings at months 1 (P< 0.05), 5 (P< 0.05), and 6 (P≤ 0.001). The number of lifetime depressive episodes, sex, and BMI did not predict differences between patient-and clinician-rated depression severity during continuation treatment.
At baseline, 66.9% of high anxiety patients (N = 486) were concordant with the clinician rating of depression severity, versus 72.0% of the low anxiety patients (N = 542) (p = .08). Level of anxiety did not predict whether the patient would be classified into the under-overor concordant category (p = .50).
Acute phase
After the first 10 weeks of treatment, there were no statistically significant differences in rates of remission or response between the 3 cohorts on the HAM-D 17 , CGI-S, or IDS-SR 30 scales (Table 2) . A trend for a lower remission rate on the IDS-SR 30 score was apparent for overrating patients (35%) compared with underrating patients (45%) and concordant patients (41%) at week 10, but these differences did not quite achieve statistical significance (P = 0.058). Response rates on the HAM-D 17 , CGI-C, or IDS-SR 30 during acute treatment were similar for the 3 cohorts (Table 2 ). There were no differences in time to onset of remission during the acute phase among the 3 cohorts (P = 0.949) ( Fig. 2) , but there was a significant difference on time to response (P= 0.004), with overrating patients achieving response more slowly on the HAM-D 17 than underraters ( Fig. 3 ).
Within group SRMs for change on the HAM-D 17 (baseline to endpoint) during acute treatment were larger (2.36) for underrating patients compared with concordant patients (1.99; P<0.001), but SRMs for overrating patients (1.72) were smaller than for concordant patients (P = 0.002). Across the 3 categories of patients, the standardized scores for the IDS-SR 30 and QIDS-SR 16 were essentially identical, but within group SRMs for both patient rating scales were higher for overrating patients compared with concordant patients (P< 0.001) and lower for underrating patients compared with concordant patients (P≤ 0.002).
At week 10, HARS scores identified 298 high anxiety and 522 low anxiety patients. In contrast to the finding of no difference in rating category by anxiety level at baseline, at week 10 the HAM-D 17 versus IDS-SR 30 correlations did find significant differences between patients with and without high levels of anxiety. Among the high anxiety patients, 65 (21.8%) were classed as underrating, 47 (15.8%) as over-rating, and 62.4% as concordant. Among the 522 low anxiety patients, under-, over-and concordant rating occurred in 49 (9.4%), 70 (13.4%) and 403 (77.2%), respectively. These categorical differences were statistically significant (p < .0001).
Continuation phase
New cohorts were identified at the beginning of the continuation phase based on clinicianpatient discrepancies at the end of the 10-week acute treatment phase. At the last visit of the 6-month continuation treatment phase, week 10 nonconcordant patients had significantly lower rates of remission and response on the HAM-D 17 , CGI-S, and IDS-SR 30 compared with concordant patients (Table 3) . These findings were consistent in both the completer (Month 6) and intent-to-treat (Final Visit) samples, with the exception that the difference in response rates among the completer sample on the HAM-D 17 outcome was not significant. The lower rate of response among nonconcordant patients was significant (p < .05) on the HAM-D 17 and IDS-SR 30 outcomes at every monthly rating visit during the continuation phase, with the exception of month 3. Remission rates were significantly lower (p < .05) among nonconcordant patients at every monthly visit on the IDS-SR 30 (data not shown).
When concordant, underrating, and overrating patients were assessed in a 3-way comparison (Table 4) , final remission and response rates on the HAM-D 17 and CGI-S for week 10 overrating patients were lower than the 2 other groups (except for response rates on the HAM-D 17 , which were lowest for underrating patients), but these differences did not reach statistical significance. The overrating patients at week 10 continued to overrate throughout the continuation phase, based on the lower rates of remission and response on the IDS-SR at every visit of continuation compared with concordant patients (overall P ≤ 0.001).
Change in patient category over time
Changes in patient category for each of the 3 original cohorts were tracked from baseline to week 10 of the acute phase and again from week 10 to the conclusion of the 6-month continuation phase (Table 5 ). Of the patients who completed the 10-week acute treatment phase, approximately 70% were categorized as concordant patients at week 10, regardless of baseline discrepancy rating (71.8% underrating, 73.6% concordant, 68.0% overrating). Only 8% of baseline nonconcordant raters converted to the opposing non-concordant rating (e.g., underrating patient converting to overrating patinet) at week 10. Similarly, 60% of week 10 underrating patients, 76.5% of concordant patients, and 51.7% of overrating patients were classified as concordant patients at the conclusion of the continuation phase. However, a sizable minority of week 10 underrating patients (37.8%) and overrating patients (43.1%) remained in their original category (Table 5 ). Only a small minority of nonconcordant patients (≤5%) switched to the opposite rating category at 6 months.
Maintenance phase
New cohorts were identified at the beginning of the first maintenance phase based on physician-patient concordance at the conclusion of the continuation phase. There were no significant differences in the distribution of patient categories to the 3 treatment groups (data not shown). There also were no statistically significant differences in time to recurrence for the combined treatment groups of concordant vs nonconcordant patients (P = 0.40; data not shown) or concordant patients vs underrating or overrating patients (P = 0.68; data not shown).
Discontinuation
Discontinuation rates during the acute treatment phase for underrating patients (34.1%) and overrating patients (36.5%) were not significantly different than for concordant patients (30.1%; P = 0.24) or for concordant (30.1%) vs nonconcordant patients (35.3%; P= 0.10). A 2-way comparison demonstrated that week 10 nonconcordant patients had significantly higher dropout rates during the continuation phase (43.2%) compared with concordant raters (32.2%; P = 0.009). Week-10 underrating patients (40.5%) and overrating patients (45.1%) had higher rates of discontinuation during the continuation phase compared with concordant patients (32.2%), but these differences were not statistically significant. There were no statistically significant differences among the 3 cohorts in rates of discontinuation during the maintenance phases.
Discussion
In this analysis of data from the PREVENT trial, we found several baseline features that predicted which patients may rate their depression as more severe than clinicians. Women were significantly more likely than men to perceive their symptoms as more severe than the clinician during acute treatment. Younger patients and those with greater BMI were also slightly more likely to self-rate their symptoms as more severe than the clinician, but the magnitude of these differences was very small. These predictors of nonconcordance, particularly age, are consistent with some reports (Rush et al., 2006b; Paykel et al., 1973) .
However, other studies found that demographic or clinical features did not predict nonconcordance (Corruble et al., 1999; Domken et al., 1994; Rush et al., 1987) . Nevertheless, our findings suggest that reliance on patient self-rating instruments to screen patients for eligibility may result in selection bias, particularly favoring women.
We found no difference among the 3 cohorts in rates of remission or response or the time to reach remission on the HAM-D 17 during acute therapy. In contrast, overrating patients at baseline fulfilled clinician-rated response criteria significantly more slowly than underrating or concordant patients. During the continuation phase, rates of clinician-rated remission and response for overrating patients at week 10 vs the other 2 cohorts were numerically lower, but did not achieve statistical significance. However, self-rated measures of remission and response on the IDS-SR30 among the week 10 overrating patients were significantly lower (32%; 50%) compared with underrating (76%, 77%) or concordant patients (64%, 78%) (P < 0.001, P < 0.001, respectively) during the 6 months of continuation therapy.
These findings can be interpreted to mean that nonremitting overrating patients emphasize their symptoms to such a degree as to impact clinician ratings on the HAM-D 17 resulting in slower achievement of remission and response during acute treatment. The slower improvement among overrating patients corresponded with a nonsignificant, numerical trend toward lower remission and response rates on the HAM-D 17 and CGI-S scores during continuation treatment. Use of self-rating instruments by such "high-distress expression" patients to track changes in symptom severity during treatment may result in less favorable study results. Interestingly, patients with high anxiety scores (HARS ≥ 18) after 10 weeks of treatment were more than twice as likely to under-rate their depression severity as compared to low anxiety patients. This finding suggests that high distress expression does not simply reflect current anxiety, but rather stems from other factors.
The within group effect size of the clinician-and patient-rated scales varied between the cohorts, which may have relevance for power calculations used in study design, and for making comparisons of benefits across studies, such as in meta-analyses. When depression severity was measured by clinicians using the HAM-D 17 , the effect size was larger for underrating patients (2.36) than for concordant patients (1.99) or overrating patients (1.72). Therefore, the clinician's ability to detect changes in depression severity over the course of treatment may be greatest for patients who downplay their symptoms during an episode of depression. The opposite is true for self-reports. Patient ratings of symptom severity on the IDS-SR 30 resulted in larger effect sizes for overrating patients (2.02) compared with concordant patients (1.62) or underrating patients (1.31). These findings also raise questions about the value of self-report depression severity measures as criteria for entry into clinical trials. When a study's primary outcome is a clinician-rated scale, but a score above a certain threshold on a self-rated depression measure is required for study inclusion, the study may be at risk for over-selecting for subjects least likely to show improvement on the primary outcome measure. This concern is even more relevant for trials examining speed of response, given the significantly slower rate of response observed among overrating patients in this analysis.
We followed the original cohorts from baseline through the completion of the 6-month continuation phase and tracked the proportion of patients whose baseline discrepancy rating changed. Patients who were nonconcordant at baseline were of particular interest because changes in their discrepancy ratings over time, which presumably corresponded with improvement in depression severity, might suggest that nonconcordant ratings represent a state, rather than trait characteristic. For example, finding that patients who downplayed pretreatment depression severity compared with the clinician (i.e., an underrating patient), but who agreed with the clinician after 6 months of treatment (i.e., switch from underrating to concordant patient) might be interpreted to mean that baseline underrating reflects a statelike phenomenon that changes with the resolution of the depressive episode. Our findings suggest that the majority of under-and overrating patients become concordant during 10 weeks of treatment, implying that patient-clinician rating discrepancies are largely a state phenomenon. Increased concordance during acute treatment may result from: 1) patients developing a greater shared understanding with the clinician regarding the meaning of the descriptors used on rating scales to describe symptoms; 2) enhanced concentration and cognitive function due to improvement over time; 3) reduced patient mood bias in recall of the previous week's symptom levels; or 4) increased disclosure to the clinician due to improving rapport over time. During continuation, however, smaller proportions of nonconcordant patients became concordant between week 10 and month 6, suggesting that for some patients, divergent self-and clinician ratings represents a trait-like characteristic.
Our finding that time to onset of a recurrent depressive episode during the maintenance phase was not different between non-concordant and concordant patients suggests that using patient-rating scales during the maintenance phase of antidepressant trials may permit some efficiencies in time and expense. This hypothesis could be replicated through secondary analyses of existing maintenance study data sets.
The finding of higher study discontinuation rates during the continuation phase has relevance for both clinical trials and clinical care of depressed patients. Nonconcordance may represent a disjunction in understanding between the clinician and the patient. Underrating patients may perceive their clinician as making too much of their symptoms and consequently "over-treating" them. Overrating patients may perceive their clinician as not fully understanding their distress and drop out of treatment to seek care elsewhere. To reduce treatment drop out, highly discordant scores between clinicians and patients may warrant an explicit conversation with the patient about these differences and the patient's perception about the appropriateness of the care they are receiving.
Clinician-administered rating scales remain the standard by which depressive symptoms are evaluated in antidepressant drug trials. However, these scales are time-consuming and increase the cost of trials, leading some clinical trial researchers to suggest that substituting patient ratings for clinician ratings of depression severity may be rational (Rush et al., 2006a (Rush et al., , 2003 . Our findings advise a more cautious approach. In an earlier analysis of data from the PREVENT trial, we found that correlations between clinician and patient ratings were relatively poor (Dunlop et al., 2010) . The data reported herein expand on these findings, demonstrating that discrepancies between patient and clinician ratings lead to meaningful differences in outcome measurements. Certainly, our findings require replication by other studies.
The value of the patient perspective on outcomes through using self-rated scales is significant and should not be abandoned. Although the clinician's rating historically has carried the most significance for entry into depression trials, there is in fact no "gold standard" to assess depression severity and thereby determine whether the clinician or the patient is more accurately capturing the level of depression. There was no evidence that the patient-clinician discrepancies arose from clinician-rater "inflation" of the baseline HAM-D 17 scores to increase enrolment. The percentage decline in the HAM-D 17 and IDS-SR 30 scores was identical at the first post-baseline assessment (week 1) (Dunlop et al., 2010) .
More research is required to further understand why some patients report differing levels of depression severity on a questionnaire than are detected during a clinical interview. Possible contributors to these discrepancies include unmeasured factors such as physical pain or loneliness, the patient's inability on a questionnaire to make distinctions between anxiety and depression, or a low literacy level or misinterpretation of the question's focus. Another contributor that might be relevant for this sample is that patients with recurrent depression may be comparing their current symptom levels versus those of past episodes, and imparting a sense that the current episode is much worse (or not as bad) as the patient's prior experiences of depression, whereas the clinician is (ideally) rating symptoms without reference to past episode severity. It would also be of interest to conduct factor analyses to identify the specific items on the HAM-D 17 and IDS-SR 30 that most contribute to nonconcordance.
Differences between the findings of this study and other published data may be due in part to differences in characteristics of the study participants. In particular, the PREVENT study enrolled patients with a history of recurrent depression, whereas other studies (e.g., STAR*D) enrolled patients with more diverse psychiatric histories (Trivedi et al., 2006) . Patients with recurrent depression may tend to view their symptoms within the context of symptoms experienced during previous episodes.
Future studies comparing concordance ratings between patients with recurrent depression and patients with first-episode depression would be of interest. It may be possible to design and validate a mathematical correction factor to account for differences between clinicianand patient-ratings and thereby produce a more consistent measure of outcome. Flow chart of the PREVENT study and patient categories at each stage. Remission or response in continuation phase by week 10 clinician-patient assessment discrepancy. (68) 33 (32) 82 (79) 22 (21) 59 (57) 45 (43) 97 (93) 7 (7) 82 (79) 22 (21) 71 (68) 33 ( (70) 52 (30) 88 (50) 87 (50) 146 (83) 30 (17) 124 (70) 52 (30) 107 (61) 68 (39) CGI-S = Clinical Global Impression-Severity; HAM-D 17 = 17-item Hamilton Rating Scale for Depression; IDS-SR = Inventory of Depressive Symptomatology-Self-Report; ITT = intent to treat.
Remission is defined as: HAM-D 17 ≤ 7; CGI-S ≤2; IDS-SR ≤ 14.
Response is defined as: HAM-D 17 decrease ≥50% from acute phase baseline; CGI-C ≤ 2; IDS-SR decrease ≥50% or more from acute phase baseline. Remission or response in continuation phase by Week 10 clinician-patient assessment discrepancy. (83) 56 (17) 299 (91) 31 (9) 234 (71) 97 (29) 314 (95) 17 (5) 299 (91) 31 (9) 277 (84) 54 (16) Overrating 37 (64) 21 (36) 44 (76) 14 (24) 20 (34) 38 (66) 57 (98) 1 (2) 44 (76) 14 (24) 32 (55) 26 (45) Final Visit Underrating 44 (60) 30 (40) 55 (74) 19 (26) 56 (76) 18 ‡ (24) 58 (78) 16 (22) 55 (74) 19 (26) 57 (77) 17 ‡ Table 5 Changes in patient-clinician assessment discrepancy from baseline through the completion of the 6-Month continuation phase. 
